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DETAILED ACTION 

Responsive to communications entered 6/29/2009. Claims 15-17,20-24,28,32-36 are 
pending. Claims 15-17,20-24,28,32-36 are under consideration. 

Priority 

The present application, filed 2/18/2005 claims priority as a 371 of 
PCT/US03/27665 filed 09/02/2003 and foreign priority to European application (EPO) 
02078743.8 filed 09/03/2002. 

Receipt is acknowledged of papers submitted under 35 U.S.C. 1 19(a)-(d), which 
papers have been placed of record in the file. 

Applicant's arguments on p 7 of the remarks entered 6/29/2009 are deemed 
persuasive and accordingly Harry Kim of PCT legal at the Office has retrieved the 
foreign priority document which is being entered into the record. 

Response to Arguments 

While the examiner does not find support for the genus of solid phase bound 
organic conjugates directly attached to the support set forth in claims 15 and 20 in the 
European application, the examiner acknowledges applicant's amendments to claims 
15 and 20 find support in PCT/US03/27665 and thus claims 15-17,20-24,28,32-36 are 
afforded a priority date of 9/2/2003. 

Withdrawn Objection(s) and/or Rejection(s) 

The rejection of claims 15-17,20-24,28,32-36 under 35 U.S.C. 102(b) as being 
anticipated by Mundwiler et al (2004 Bioconjugate Chem. 15:195-202; public 
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availability date on the Web 12/16/2003) is hereby withdrawn in view of applicant's 
amendments. 

New Claim Rejection(s) - Necessitated by Amendment 
35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 15-17,20,21,24,28,32-34 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Gustavson et al (US Patent 6022966) in view of Ngu et al (1997 
Tetrahedron Letters 38:973-976). 

The claimed subject matter per claim 15 is drawn to a solid phase organic 
conjugate represented by formula (I) 
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wherein the sphere is a solid phase support; 
C is a carbon atom; 

R4 and R5 are independently selected from the group consisting of H, aliphatic 

substituents, aromatic substituents, RO, RS and (R)2N, wherein R is an aliphatic or arylic group; 

and 

each of R1 and R2 is independently a metal coordinating group, a non-coordinating organic group, a 
metal coordinating group derivatized with a biologically active molecule, or a non- coordinating organic 
group derivatized with a biologically active molecule, wherein at least one of R1 , and R2 is independently 
selected from the group consisting of [R3-picolyl, R3-imidazole or an R3-amine] 

wherein R3 is directly attached to the tertiary amine or is an aliphatic chain containing between 1 and 3 
carbons directly attached to the tertiary amine. 

Claims 16,17,20,21,24,28,32-34 constitute variations of the above 

Gustavson et al teach, throughout the document and especially the abstract and 
patent claim 7, compounds and kits for pre-targeted delivery of diagnostic and 
therapeutic agents using biotin and chelated metals such as Technetium-99m. As 
illustrated in column 57, in one embodiment, said compounds are prepared starting with 
Boc-ethylenediamine to form biotinamidoethiyene diamine, which reads on each of 
claims 15 and 20 (in part) when R1 =CH 2 CH 2 NH2; R2 is biotin (a non- coordinating 
organic group derivatized with a biologically active molecule); R3= CH 2 CH 2 

Said biotin (elected species) reads on claims 28 and 33 as well as the 
pharmaceutically active small molecule of claims 16 and 32. 

In column 99 line 22 and column 96 line 65, Gustavson et al teach kits including 
sterile containers and vessels, further reading on the container and kit of claim 20 as 
well as claim 21 . 

Please note in column 61, Gustavson et al also teach biotinamidopentyl[di]amine 
as well, a homolog of the presently claimed organic conjugates, and according to 
MPEP 2144.09: compounds which are homologs (compounds differing regularly by the 
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successive addition of the same chemical group, e.g., by -CH2- groups) are generally of 
sufficiently close structural similarity that there is a presumed expectation that such 
compounds possess similar properties. In re Wilder, 563 F.2d 457, 195 USPQ 426 
(CCPA 1977). 

Absent evidence to the contrary, the biotinamidopentyl[di]amines of Gustavson et 
al would have similar properties to the biotinamidopropyldiamines claimed, for instance. 

Gustavson et al do not teach: a solid phase support such as a hybrid of 
polyethlyene glycol and polystyrene such as set forth in claims 15,17,20,34; a facility for 
filtration as set forth in claim 24. 

Ngu et al teach, throughout the document and especially the title and abstract, 
preparation of acid-labile resins bearing halide linkers applied toward solid phase 
organic synthesis. In particular, Ngu et al teach in schemes 1 and 2, the conversion of 
TentaGel S AC resin bearing a Wang handle (a solid support composed of a hybrid of 
polyethlyene glycol and polystyrene; elected species; claims 15,17,20,34) to a halide. 
Said solid phase organic synthesis inherently includes a facility for filtration (following 
cleavage), reading on claim 24. Under this scenario, R4=R 5 =H in claims 15 and 20. 

It would have been prima facie obvious for one of ordinary skill in the art, at the 
time the claimed invention was made to use the halide resin of Ngu et al to form various 
derivatives of biotinamidoethlyene diamine per Gustavson et al. 

One of ordinary skill in the art would have been motivated to use the halide resin 
of Ngu et al to form various derivatives of biotinamidoethlyene diamine per Gustavson 
et al because it provides the means to perform combinatorial organic synthesis - an 
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important tool for drug discovery - with desirably high yields and purity, as noted by Ngu 
et al in the first paragraphs on each of p 973,976. 

One of ordinary skill in the art would have had a reasonable expectation of 
success in transferring the solution phase chemistry of Gustavson et al to the solid 
phase per Ngu et al because both Boc-ethylenediamine and biotinamidoethlyene 
diamine bear amine functional groups well suited to toward immunization using the 
same chemistry as shown in scheme 2 of Ngu et al. 

Claims 22-23,35-36 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Gustavson et al (US Patent 6022966) in view of Ngu et al (1997 Tetrahedron 
Letters 38:973-976) as applied to claims 15-17,20,21,24,28,32-34 above, and further in 
view of Alberto et al (1998 JACS 120:7987-7988 - IDS entry 4/27/2005). 

Gustavson et al in view of Ngu et al is relied on as above. 

Gustavson et al in view of Ngu et al do not teach biomolecule labeling with a 
solution of [ 99m Tc(OH 2 )3(CO) 3 ] + , such as set forth in claims 22,35-36 or the reagents for 
the preparation of [M(OH 2 )3(CO) 3 ] + , as set forth in claim 23. 

Alberto et al, teach throughout the document and especially scheme 1 , a 
solution of and the reagents necessary for the preparation of [ 99m Tc(OH 2 )3(CO) 3 ] + for 
labeling biomolecules, reading on claims 22-23,35-36. 

It would have been prima facie obvious for one of ordinary skill in the art, at the 
time the claimed invention was made to place a container of reagents for the 
preparation of a solution of [M(OH 2 ) 3 (CO) 3 ] + or a solution of [ 99m Tc(OH 2 ) 3 (CO) 3 ] + itself 
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per Alberto et al next to the biotinamidoethlyene diamine loaded on the TentaGel resin 
per Gustavson et al in view of Ngu et al. 

One of ordinary skill in the art would have been motivated to place a container of 
reagents for the preparation of a solution of [M(OH 2 )3(CO) 3 ] + or a solution of 
[ 99m Tc(OH 2 )3(CO)3] + itself per Alberto et al next to the biotinamidoethlyene diamine 
loaded on the TentaGel resin per Gustavson et al in view of Ngu et al because (i) the 
desirable kinetic stability of the d 6 complexes thus prepared is well suited for labeling 
biomolecules according to Alberto et al on p 7988 left column second paragraph and (ii) 
99m Tc, in particular as a radionuclide, is inexpensive and readily available in any 
hospital, according to Alberto et al on p 7988 left column second paragraph. Notably, 
Gustavson et al similarly envision 99m Tc biotin labeling in column 8 line 34-42. 

One of ordinary skill in the art would have had a reasonable expectation of 
success in placing a container of reagents for the preparation of a solution of 
[M(OH 2 )3(CO) 3 ] + or a solution of [ 99m Tc(OH 2 )3(CO) 3 ] + itself per Alberto et al next to the 
biotinamidoethlyene diamine loaded on the TentaGel resin per Gustavson et al in view 
of Ngu et al because kits including separate flasks and containers have been 
successfully used in the art for some time. 

In conclusion, the claimed invention was within the ordinary skill in the art to 
make and use at the time the claimed invention was made and was as a whole, prima 
facie obvious. 
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THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to CHRISTOPHER M. GROSS whose telephone number 
is (571)272-4446. The examiner can normally be reached on M-F 9:30-6:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christopher Low can be reached on 571 272 0951 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Christopher M Gross 

Examiner 

Art Unit 1639 



Application/Control Number: 10/525,152 
Art Unit: 1639 

eg 



/ Christopher S. F. Low / 

Supervisory Patent Examiner, Art Unit 1639 



